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Knockout mice are the gold standard for understanding gene function—or are they? The phenotypes of Egfl7
knockout mice andmorphant fish suggested a critical and unexpected role for this secreted protein in angio-
genesis, but a highly conserved microRNA, miR-126, was subsequently found in intron 7 of the Egfl7 gene.
Wang et al. used gene targeting to knock out miR-126, but not Egfl7, and found that loss of miR-126 alone
causes defects in embryonic and postnatal angiogenesis. These observations suggested that miR-126,
rather than Egfl7, is the key player in angiogenesis, a result confirmed in a parallel study by Kuhnert et al.
(2008), who generated mice specifically lacking Egfl7, but not miR-126, and vice versa. The intimate spatial
and transcriptional relationships between miRNAs and protein coding genes suggest that retrospective
analysis of other gene-targeted mice may identify additional functions for noncoding RNAs.
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